Introduction
Research on the synthesis and biological activity of heterocyclic compounds is an important developmental oriental in pesticide and medicine chemistry [1] [2] [3] [4] .
5-Methylisoxazole-4-carboxylic acid is the mediate of Leflunomide which is a drug used for the treatment of rheumatoid arthritis, an illness that affects soft tissues and bones and can cause irreversible joint deformities and functional impairment [5] . It was shown that 2-amino-5-substitute-l,3,4-thiadiazoles are very useful starting materials for the synthesis of various bioactive molecules. [6] [7] Phase transfer catalysis (PTC) is a powerful technique accomplishing a variety of reactions under mild conditions and efficient way. A logical combination is when phase transfer catalyzed reactions are further promoted by ultrasound irradiation. This technique has been widely recognized as an efficient synthetic tool and attracted much attention [8] [9] .
In view of these facts, herein we report a one-pot facile, efficient, and high-yield method for the synthesis of N-(5-substituted-l,3,4-thidiazole-2-yl)-N'-(5-methylisoxazoyl)-thiourea under the condition of solid-liquid phase transfer catalysis using polyethylene glycol-600
(PEG-600). (Scheme-1)
Experimental Section
Melting points were determined using a Yanaco MP-241 apparatus and are uncorrected.
Infrared spectra were recorded on a Bruker Equinox55 spectrophotometer as KBr tablets. 'H 
N-(5-ethyI-1,3,4-thiadiazole-2-yI) -N'-(5-methylisoxazoyl)-thiourea 3c
Yield: 85.8 %; m. 
N-(5-(4-chIorophenyl)-l r 5,4-thiadiazoIe-2-yl) -N'-(5-methylisoxazoyl)-thiourea 3i
Yield: 87.6 %; m. 
N-(5-(4-methoxyphenyl)-l ,3,4-thiadiazoIe-2-yl) -N '-(5-methylisoxazoyl)-thiourea 3}
Yield: 84.6 %; m. 
N-(5-m-toIyl-1 r 3,4-thiadiazole-2-yl) -N'-(5-methylisoxazoyl)-thiourea 3k
Yield: 85.6 %; m. 
Biological Activities
The method for testing the primary biological activities was performed in an isolated culture.
Under a sterile condition, 1 mL of sample was added to the culture plates, followed by the addition of 9 mL of culture medium. The final mass concentration was 50 μg/mL. The blank assay was performed with 1 mL of sterile water. Circle mycelium with a diameter of 4 mm was cut using a drill. The culture plates were cultivated at (24±1 )•. The extended diameters of the circle mycelium were measured after 72 h. The relative inhibition rate of the circle mycelium compared to blank assay was calculated via the following equation:
Where d ex is the extended diameter of the circle mycelium during the blank assay; and dex»is the extended diameter of the circle mycelium during testing.
Results and Discussion

Synthesis
The same reaction under ultrasound required only 0.5 h to complete with excellent yields (Table-1 ). Ultrasonic irradiation was carried out with KQ-218 ultrasonic cleaner 20 kHz/50W.
Compared with the conventional method, a shorter time, cleaner reaction accompained with higher yields were observed (from 77-81% to 82-90% compared with conventional method at r.t.). Generally, the reaction proceeded quickly with excellent yield as shown in Table 1 . In addition, we also studied the synthesis method of 2-amino-5-substituted-l,3,4-thiadiazole. 
In Conclusion
A new series of acyl thiourea derivatives were synthesized using polyethylene glycol-600 (PEG-600) as the catalyst under ultrasonic irradiation. The method offers several advantages: an easy, rapid, one-pot reaction, environmental-friendliness and good yields. Biological activity of were evaluated and they showed certain activity. 
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